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7x-;V, 7x7ty, 7i-iV7<y, N-(C 1 -q)7;i / ^ji/7i-;i/7? 
7i-)Mf;K 7i-)Vxf;V, 7i-J^JV*'-;V, 7i-^ft N 7 
7x;H^7^ -^Xitxf-V frfrbM1RZtitz&] 

00 

h <J 7;^n^f;V7x-;v)-l,2,3,6-f h5t Kn f >; y ^Xtt^-oElg&fc: 
$#WWil.l^f:, ^©CW^r-b^^nij >xxx^--tf|5a^J-r* 
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CQ -c 4 )t ;w d ^ * ;v(Cj )r >v n ^ -> ; 
; Xli 

CO 7 x. — fr&fffc^K^U^fy CF 3> (Q-Q)^;!^ JK CQ -C 4 )t ;V u * v 

. y7A 75A *y 4j L< [iv-CQ-C 4 )T;v^r;VT^ y > CQ-c;)r->;WT 

L < Jiv r -Cc l -c 4 )T;v^r;vT ? y r ^ y CQ-Q )t;v*;k tKn 

^vCQ^^T^^Xfi^n^y (Q-C4)t;v3tjv-c— i!&Xfi#S$&$ *ltv> 
7i^;w 7^y^r->, 7x^jV7?A ^CQ ) r ;v ^ ;v 7 ^ - ;w T 5 
7x-Wf;v, 7i-;v^^;K 7i-JV*JV#^;v, 7x-Ji'f*, 7 
7x^^^7^ -=.;vXti.x?-'J ;i^£>SKS tifz&l 

- T-fc^JVa 'J >^*5^-^l&«JXfi^lSSiftK^&& 

[ft ^4 ] -fk£-tK a ^> i_[2-C4-fcf 7 ^- V ;v)-x^;i/]-4-C3-> y 7 
;^n^f;i/7x^;v)-l,2,3,6-t h 9 t Kn-f'J ->* >Xte-e<7)i^:t£-e&& 

l-[2-(3'-/7 nn^-i£7x-g ;i0.x.^;v]-4-(3-]s 1; 7;^n^f ;i/7x-;i/)- 
1,2,3,6-7- h 9 t Kne'J y> ; 

1- [2-C2 '-^ un-4-t'7x^';>)if ;v]-4-C3- f 'J 7;v^n^f ;V7x^;i/)- 
1,2,3,6-t- h 7 tKnt'"JyV; 

l-[2-(4'-^ n u -4-fc: 7x^'J^)xf ;v]-4-(3- f'j7Wn>f jV7x^)l-)- 
1,2,3,6-t- f 7 t Knt" U v> ; 

l-[2-(4'-7;v^- n-4-lf 7 i — U JUXxf->l/]-4-(3-h >J 7^tD^f-;V7x-Jl/ 
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)-l,2,3,6-^ Kof'JyV ; 

l-[2-(3'-> y ? frytu* j- )\s-4-\£ y ~ i) ;v)i^;v]-4-C3-h y y)V*u 
)Vy i - ;i/)-l,2,3,6-^- ^ ^t: Knt? 'JyV ; 

l-[2-(4— > 7 n ^\ ^ -> )\y y x. - ;w >^ ■f- n>3-4-C3-> >j7;v*n^f ;i/7x-;v)- 

1,2,3,6-f >7tKnt , ijy'> ; 

l-[2-(4-tf 7 i - i; ji/)xf;v]4-(4-7j^o7 1 -^)-l,2 ) 3,6-f fytKn 
l-[2-(4-e y x. =. y ;v)-2-^^-;w-7'n t°;v]-4-C3-h y 7^^D^f-jP7x^;i/) 

-1,2,3,6-7=- h ^ £ kd e y ~j> ; 

l-[2-(4-7x; ^->7 x,^JV)jc^;v]-4-C3-h y y^jru* f j|/7i-;vH,2, 
3,6-7=- h9tFne , jy^; 

1- [2- (4-^ > y jv 7 J. - jv ) jc f - ;v ] -A- C3- > y 7 ;v * a jv y x — /U ) -1 . 2 , 3 , 
6-x f5t Kntf'J ; 

l-[2-(4-n-7*^- ;u -7 ^ - ;y ]-4-(3- f 1; 7JVt nptf-jV7i-;vH.2,3, 

6-7- h y Kn £y v> ; 

l-[2-(4-n-7f }. ^ - ;v )^^- ;l/ ]-4-C3-h y 7;vtn^f;P7i-^)-l,2, 

3,6-7=- F5kKDk ,| Jy>; 

1-[2-C4-C4-ji > df->*;V5}e-;V7'D^^->)7i-;v)xf ;v]-4-(3-f y 7 
n-pt f-jP7i-^)-1.2,3,6-f Kn tf U ; 

l-[2-(4-tf 7x-'J ;v)jc^-;v]-4-C6-^ nnt' y K~2->f 2,3,6-7=- h 7 t 

Kn-e 'J vy ; 

l-[2-(2 , 3'— >' ^ a n -4-fcf 7x-'J ;v) jc^=- ;v]-4-C3- f 1; y n^f;i/7i^ 
;i,)-l,2, 3,6-t- Yy\L KntfU ; 

l-[2-(3-7 nn-4-if7x- y ;v)jc^-;v]-4-(3->. 1; 7;^^- n^f ;V7x ^lO-l 
,2,3,6-7=- h 7 t: Kn tf y ; 

l-12-O' ? nn^-t'7x-'J ;i/)jc^;i/]-4-C3-}» y 7^D^f^-7x 

- ji/)-l,2,3,6-7=- h7t Kney ~y> ; 

l-[2-(2',4'-y^nn^e7x-'J ;u)jc^- ;v]-4-(3- > >j7Ho^;P7x 
^;W)-1,2,3,6-T- >. 7 Kof y ; 
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l-[2-(2-^ nn-4-t*7i-'J ;iOj^;v]-4-(3- h ij ?Hnyf ;i/7x^H 
,2, 3,6-t- h7kKnf'Jy>; 

l-[2-(3'-^ DD-4-t*7x-'J ;v)-2-p( f-ji/yn t°;w]-4-(3-f ij y )\,*u* 

l-[2-C2-7 n -4-e 7 i — V ;v) 7" n ti Jl/]-4-(3- h 'J 7il/^n^f ;V7x- 
;p)-l,2,3,6-^ t |?n tfij ~jy ; 

l-[2-C4-^ h^r->-3-e 7^ — 'J ;v)jif-;v]-4-C3-h ij 7Wn^f ;V7i~;i/) 
-1,2,3,6-t- h 9 k Kn tf V > ; 

l-[2-C4*-^ h^i/-4-e7i-iJ ;i/)jc^;v]-4-C3-h ij 7Wnptf^7 X ;jp 
)-l,2,3,6-5=- Kn tf y =jy ; 

l-[2-(4'-fc KD^y-4-e7x- V )V^> )V~\-4~0~ }■ 'J 7^^n^f ;l-7xi 
;V)-1,2,3,6-T=- h7tKO fcf y v>- ; 

l-[2-(4'-a: h ji/7" > ^ ->-4-tf 7 ^ — V ;U]-4-C3- > ij y ;v 

^-n-^ -f-;v7^-;u)-l,2,3,6-7=- j. 9 t Ko t° »J i^V ; 

l-[2-(3-H"7^~ V Jv)^?-;v3-4-C3-h ij n>f;V7x^;V)-l,2,3,6-f 

l-[2-(3'-^ nn^JVin-^H^x^'J ;v)oc^-;v]-4-C3-h y 7jvin^ f- 
;i/-7 ;w)-l,2,3,6-7=- F5t Kn fc? y y> ; 

1-C2-C2'-}. 1; 7 n ^ f-;v-4-e-7 ^ ;^)^^;^]^l-C3-^ 1; t^i^cm?- 
^7 i — ;v)-l,2,3,6-jr Kak'iJ v> ; 

l-[2-C3,4— >^ V7 ^ ;W7 ^ - ;l/ ) Jc ^ ;U ]_4_(;3_j. ,j 7 ;v^-n^f JV7x^;v)~ 
1,2,3,6-7=- h 9 t Kn yy ; 

1- [2-C3 , 4-v? y n t; 7 x. — ;p ) x. J- )V ]-4-(3- ^ tj y } \, # n ^ ^ ;v 7 * ^. )-l, 
2,3,6-7=- f7t Knf'JyV ; 

l-[2-C4-->^ n^s^r v;V7 ^ — ;v)^^-^3-4-C6-^ nnn'V K-2--T ;iO-l,2,3,6 

-fl>7t Foe y-7> ; 

l-[2-(4-^ 7 7f jv 7 x - iV)?" n e jp]-4-(6-^ ont'ij K~2-^f ;v)-l, 2,3,6- 
f F7k K n e »; v > ; 
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5] 0.5~5mg<al-C2-^:7*-2->f /Wi?-;i,)^0-HJ ^VjJ- 
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[I^ai 8 ] Ca)^,s N 1-C2-^- -7 * -2-4 ;vxf ;v)-4-C3- j. i; 7 ^ 

in^f;V7x^Jl/)-l,2,3,6-f f7tKn tTy £ l-[2-C4-vf 7 X -Ij ;v) 
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®SCOGNEXCS«ffi«)-Cl&IR? *LTV>4 ? 7 V > <Tacrine\ £ tfjg^ARICEFT 

t^i^D D nii> i^sw^o ift^'ffcte, 7-bf;v3 »; 
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H^-(NGF)coJ: 7 ^^cortE'fty -f n h n b? >• (neurotrophin)(£>f£jE 
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DAT<7) J; $ %nmm&<Dmmz&tf&l\:-&!®)SR57746-% L zfWO 97/01536^- 
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Kittzk^ ^ny>, cf }> (c 3 -c 4 )T;w^;wXii( c i-Q)T;u3^v'^ ; 

Cb) ftt^nr>, Kn + v, CQ -C 4 ) t n ^ s s , CQ^C 4 )y 
itTv^ CCj-c,)^^ dtjv*;k CQ-C,)^ 07;^^^^, CC,-^)^ 
S^^ttTt^ ; Xf* 

CO 7x^jvi^fttt^nyy, CF,^ CQ-Ot^jk CQ-C 4 )r v 
, ->77, 75/, ^7 tl<iiy-CC l -C,)7;^;V75 7> (Q-Q)7y;v7 

L < fiv ? -CQ-c 4 )7;v^;vr ^ y 757(^^4)7^*^, uKn 

^^(Q-Q)7;^;HiiAn 7 , 7 (Q-Q)t^^;v-c— tt&X{i#ffi&£ ttrv^ 

7x-JK 7x7^y, 7i-;V7?; s N-CQ-C, )r ;V^)W7 ^ -JV7 5 

Cb) 

£v£f&&53*£ LT-£;frU fit, <k^^Ca)^l-C2^-7 ^-2-^ ^xf;v)-4-(J- 
h <j 7;V*n^f;|/7xxjv)-l,2,3,6-7 h Kd tT«; v ^Xli-tOgai&lw 

[0 0 0 7] 
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l-(2-^- y a, -2-xf ;Pjlf . ; p)-4-(3-h ij 7Wo^f;i/7xZjV)-l,2 ( 3,6-f 
h 9 k Ktf e U v > (SR 57746)|ig^H#^^101 381§-fc*E« S , ±15 

^CD^fc^JiWO 97/01536^H|£^*itLT^&o 

e<; v^CSR 57746>t* iSo 
SR 57746^^^6*,^$^^ J^SR 57746/^ -fS jt£m*£li#K$f * 

[0 0 0 8] 

SR 57746A£ fc^fc^g&^j;^ 2-C2-^ n -fcjc?- jv)^ 7 ^ ^ > ^ 4-C 
3-h U 7;^o^f^7x^^)-l,2,3,6-^ h ^ t Knk''J b<VKB, ~BlXI 
7 ? ; V ^^; V )^|-C3-h 1; 7^iD^f-j|/7x^;l/)-1.2,3,6-x h 

sr 57746A»i|fce^sR- T *, tfflx. fcfl*S«:i*^*§ h *i**jtte£#H&Jte>&SI 
^■n^f^7xx;v)-l,2 l 3 I 6-f h5t Kn-tfij -cab* 

o 

[0 0 0 9] 

l-[2-(3'-^ OD^7x^'J ;^)oi^;i/]-4-C3-}. ij -7 n f ;V7xZjV)- 
1,2,3,6-7- h y t: Kn v> ; 

l-[2-(2'-^ n n^-t;7x^'J ;v)jc^-;1/]-4-C3- j. 1; -7;^ n ^ <j-)vy 
1,2,3,6-?- Koey ; 

l-[2-(4'-^ron-4-li7xc:iJ ju]-4-(3- j. 1; 7 D ^ -^)Vy 

1,2,3,6-7- f?KKn tfy ->*> ; 

l-C2-(4'- 7 ;i / ^ n-4-tr 7 »J ;i/)^f-;l/]-4-C3-^ ij ^;p^-n J ^- )l< y — )i> 
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)-l,2,3,6-^ Knf'Jy> ; 

l-L2-0'-h U 7 ft/% a^f- ;v-4-tf 7i-'J ;v).x^;v]-4-(3->. y 7;v;*-em 
Jl/7x-^)-1.2.3,6-f h7t: Knt"'Jy'> ; 

l-[2-(4-y ^ n a jv 7 x - f ji/]-4-(3- f y -7 j^n^f jl/7x^;v)~ 
1,2,3,6-7- >7t Kn tT y v> ; 

l-[2-(4-e 7x^'J ;i/)ji^;v]-4-(4-7^^-n7i-;v)-i,2,3,6-x h5l: kd 
-try v> ; 

l_[2-(4_if 7i -!j ;i/)-2-^ f;v7*D kr/i/]-4-C3-h y 7;vt O^f ;l/7x^;i/) 
-1,2,3,6-7- h 9 Kney v> ; 
[0010] 

l-[2-(4-7x7 ^y7xX^)xfjVR(3-[- y 7JV*np( f ;U7i- J /vH,2, 

1- [2- C4~^ y y ;v 7 x - ;v)xf ;v]^-(3- h 'J 7 JV t o ^ f ;v 7 x x jv)-l,2, 3, 
6-r- h 9 t: Kn ify y> ; 

1- [2-C4-n-7'^ ;v 7 x x ji,)xf ;v]-4-(3- f 'J 7 ;V t n ^ f jV 7 x x ;v)-l,2, 3, 
&~r h 9 Kn try y >• ; 

l-[2-C4-n-7- Jrz/y j. - ;v)ai^-;v]-4-(3-h y 7;v^n^f-ji/7x-;v)-i.2, 

1-C2-C4-C4-jc Y )Vtf~)Vf 13^*^7 JV).x^- ;v]-4-(3- j. y -7^^ 

n-^f^7xx^)-l,2,3,6-fi,7t Fnk'VyV ; 

l-[2-C4-e 7xX'J JI/)j^;v]-4-C6-,7 D U tT y K~2-vf ;v)-l,2,3,6-^ y*?\z. 

Kn-ey ; 

l-[2-C2 , 3 7 ^ n n -4-tf 7 y ;i/]-4-C3- j» y 7 )\,% n^f;P7xx 

;v)-i,2,3,6-^ f 7 t kd ey V7 ; 

l-[2-(3-^ on-4-t'7 X - y ;i^)ifjV]-4-(3-^ y 7 n ;i/7xx;v)-l 
,2,3,6-r y<?\L kd try v> ; 
[001 1 ] 

l-[2-C3',5'— a D-^t'7xx'J ;i/)jc^;p]-4-(3-js y 7 ^ p ^ }i ,- y x _ 
- ;v)-1,2,3,6-t- > 7t Kn e y ; 
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l-[2-(2 ' ,4'-y ^ a n -4-tf 7x-'J ;u)if-;v]-4-C3-> tj ^j^optf ;U7x 
- ^)-l,2,3,6-x > vfc KntTU v> ; 

l-[2-(2-^ nn-4-e7i^';;v)jc^ji/]-4-(3-f. ij y )V * v 7 ^ x. fr)-! 

,2,3,6-f- ^ 9 t Kn tfy v> ; 

H2-(3'-^nn^-t*7x^'J ;v)-2-^ ^jP7*n t°;v]-4-C3-h «J 7;^D^f 

l-[2-(2-~7 j^a-4-if7x^'J j^/Dt'jpRCJ-F »J 7Wn^f;P7x^ 
;v)-l,2,3,6-f- f7kKnE''Jyy; 

l-[2-(4-^ h^fi/-3-e7x^'J ;w)jif-;i/]-^-C3-> 1; 7J^o^f jP7i-Jl') 
-1,2,3,6-^ j>5HKn t? 1; v> ; 

l-[2-(4'-^ h^->-4-tf 7 ^znj ;l/ )^^;i / ]^(_(3-i. t; ^;v^n^ ^-)Vy^=- )V 
)-l,2,3,6-x h 7 t Kn k° 'J v > ; 

l-[2-(4'-t t?0^ ->-4-if 7x-'J ;v]-4-C3- t; y n^f;v7x^ 

;v)-l,2,3,6-.f- f7t Kn tT'J > ; 
[0012] 

l-[2-(4'-i h *c-y% h * =y-4-\Z 7x-'J ;v]-4-C3- MJ 7 ;u 

^-n-p{f-;i/-7^^;i^)-l,2,3,6-7- 7 KntfU -jy ; 

l-[2-(3-k'7x-'J ;v)^^;i/]^l-C3-h t; 7J^n>f jV7x-^)-l,2,3,6-f 
h7t Knf'Jy'V ; 

l-[2-(3'-^ u u^'-y )Vjr u-A-\£y »; ;v)-x.^;i/]-4-C3-f 1; 7j^n^f 
jV-7i-JV)-1.2,3,6-f fcf'J y> ; 

l-C2-(2'-h 1; 7Wn^ f-;v-4-tf 7x- U ;w)aif-;v]^l-C3-f ij ^jv^-n^ 
Jl/7xxjv)-l,2,3 ) 6-f js -y fc. Kn tf >; vy ', 

l-[2-(3,4— >'.f y 7f ;i/7x^;v)xf;u]-4-C3-f 1; 7^D>f;V7x^;P)- 
1,2,3,6-^ f7HFn ey ~jy ; 

l-[2-(3,4— >'y a \S)\,7x_^)i,^x-3-)\,'\-4-0-Y y ^^^-n^^-ji/^^— 
2,3,6-x F5tKn t: y v> ; 

l-[2-(4— >^ DA^->;P7i-;p)xf;i/]-4-(6-^ DDtJiJ K~2--f ;i/)-l,2,3,6 

-f^e Kn ey v > ; 
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1- [2-(4-^ V/f^7 I -;v)^Dt';P ]_4-(6-^ DDt j'J K~2-^ ;w )-l , 2 , 3 , 6- 

£ tf-e <7) E ^ ft l;: £ # & & 0 
[0 0 13] 

>T=f-^> K ^=rf->T^-X rN-^ ^j^-D-T*/^°7^>&CNMDA;>^.fc7';$r 
-T>:^ ^ :^-7>K ^ - h nfc°^;* (nootropics) ^ „ 7-tf ;Vn"J >xxf 

9 - -t* mmm k «j -c & & 0 

•e ia#sn ^ $ fi tzvckm cw t £ YS'&j&fr arms emes n m 

[0 0 14] 

Cnvastngmine)(SDZ-ENA-713) > -ff^y^^ y (galanthanrine) % ^ y i ) y # — 
fs (metrifonate) % jcy^^^-^^v (eptastigmine) % ^ i; > (vel nacn'ne 

), y A V 7,^-7$. >Cphysostigmine)x-S>i> [Drugs, 1997, 53C5): 752-768 ; T 
he Merck Index 12)$] 0 

&*Q<7)5,7-v*t: Kn-3-[2-(l-7 ^ ^;i/pt ^ ;w)-4-tf^ V ^;v]^f-;v]-6H-e 
d n (3,2-f) -1,2-^>X^ tV- V [l.Med.Chem. , 1995 , 38 : 280 

2- 2808] % MDL-73,745x{i->' y u -y n y Czif rosilone) [Eur. 3 .Pharmacol . , 1995, 
276:93-99] N TAK-147 D.Med. Chem. , 1994, 37:2292-2299] X~$>2> 0 

m<oTt^-)v^ >j y 7,7-7 -nmm%u$, mux, w^mm^ 09-095483^- 

% WO 97/13754-^ WO 97/21681-^- > WO 97/19929-^- > ZA 96-04565-S§- % US 5,455,2 



(16) WSi200 1 -52364 

45-53- , WO 95-21822-53. N EP 637 586^ US 5,401,749-^ EP 742 207-S§- > US 5,54 
7,96CM§-, WO 96/201764^ WO 96/02524^-, EP 677 51%, JP 07-188177-5§,, JP 
07-133274^-, EP 649846^-, EP 648 771^, JP 07-048370^., US 5,391,553^-, 
WO 94/29272^ EP 627 400^^| E ft $ flT^Z fc<7>#&£ 0 
[0015] 

MiUJz7?-lzi±, fnjx. tf^ 9 * U y Cmnameline)^ \t i; *j y Cbesipin'd 
ine), ^ )V"qr? 'J v > (talsaclidine), ^--9- y y ij > (xanomeline)^ YM-796^yf 
\M-954 [Eur. J. Pharmacol. , 1990, 187: 479-486], SR-46559^ l,T i> 
i > 3-[N-(2—>'ji^-;V7' 5 y -2-y f;vy D t';v)-6- 7 j. -jV-5-yn \£ 'J ^ 
y>7^ [Biorg.Med.Chem.Let., 1992, 2:833-838], AF- 102, CI-979, L-68 
9,660, LU 25-109, S-99 77-2, SB 202,026, ^-^ tf a * ;l/ t: > Cthiopilocarpin 
e), WAL 2014 [Pharmacol .Toxicol . , 1996 , 78 : 59-68] 
[0016] 

^Tf IJ £ - 3 f - > T 7, V (i , x. tf MKC-231 [Biorg .Med . Chem. Let . , 1995 , 
5 (14): 1495-1500], T-588 [Japan J.Pharmacol., 1993,62:81-86], ABT-418 [B 
r.J.Pharamacol., 1997, 120: 429-438] & & 0 

MMttW*VJc.*f 9 — T yfzT-x Mi, Mk. tij ~? > * > Cmemantine)^ 
& [Arzneim. Forsch. , 1991, 41:773-780] o 

[0017] 

f5<k^Ca)co^r^l:t, ff^E^i^cS^&itco 1 o^^il-C^S^^Cb) 

f i vstt^ # j&* k k ^ $ fi & m *~ 2 o <om -zKommfZaz x-m m k & 
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M:S4t4iH s -Cl4, aa*S-^^>#-S3Ktt> M*.i*fc*fc5fr«-« * 
[0019] 

[ 0 0 2 0] 
[0 0 2 1 ] 

^co^-x^Xti^.^-r^c^^B-e^oT^ «fc^ 0 
2o<7)?St£j£#<7}J^JB*{;jU d*te>0^mttJSfc^^)'iaS!lOfi:-^t-ov^ -CRISES 
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^Jx.ffO-5~7(X>ngo^^Ca)X{i^<75g^fi<)^$#'5r^i:, 0.1~50ng % & 

<r> 1 o^r-g-tfo 

[ 0 0 2 2] 

0.5~5mg^ K^^i^JVXIHOElK)}:^^ 1 

tm i:nt?> if m it . mmmm^ 2 ^ ^mm ? fix * 0 

[0 0 2 3] 

^JH'!#K : ^ 6 55247-^^1SS4^ *IT^& If ^ * V X ^ > cD&3t^*ra^££ C S 
fflS^T<75»H5mg.kg»^SR 57746A^^ p -e^^_ ^oflRffiSli, 

o §$& k # t tz ? y h i am K « «gg mm k itJf-tfrx*$> s curss 

ili, ^#^^655247-^-^15^$ tt-CV^ <fc d fcl0mgAg-e&£ ) 0 ^"C, 2 
^c^tefE1ttejm£^S&^>6 s > SR 57746AC^r^fi^>^ (sub-efficacious d 
[0 0 2 4] 
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